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Art Unit: 1644 

DETAILED ACTION 

1. Claims 1-15, 19-21, 23-33, 52, and 53 are pending. 

2. Claims 4-8, 10-13, 19-21, 23-33, and 53 stand withdrawn 
from further consideration by the examiner, 37 CFR 1.142(b), as 
being drawn to non-elected inventions/species. 

Claims 1-3, 9, and 14-15, and 52 read on the elected 
invention and are being acted upon. 

3. Applicant's amendment, remarks, and 1.132 declaration of 
Yosef Refaeli filed 11/17/05, are acknowledged. 

4. The following is a quotation of 35 U.S.C. 103(a) which 
forms the basis for all obviousness rejections set forth in this 
Office action: 

(a) A patent may not be obtained though the invention is not identically 
disclosed or described as set forth in section 102 of this title, if the 
differences between the subject matter sought to be patented and the prior 
art are such that the subject matter as a whole would have been obvious at 
the time the invention was made to a person having ordinary skill in the 
art to which said subject matter pertains. Patentability shall not be 
negatived by the manner in which the invention was made. 

5. Claims 1-3, 9, 14-15, and 52, stand rejected under 35 
U.S.C. 103(a) as being unpatentable over Zhang et al . (1998, 
IDS) in view of Lenardo (1991, IDS) and Refaeli et al . (1998, 
IDS) . 

As set forth previously, Zhang et al. teaches that IL-15 causes the 
"strong and selective" stimulation of memory T cells in vivo (see particularly the 
Summary) . 

The reference teaching differs from the claimed invention only in that it does 
not teach the use of IL-15 in an adjuvant formulation nor the inclusion of an IL-2 
antibody in said formulation. 

Lenardo teaches that IL-2 is required for the programmed cell death of mature 
(antigen activated) T cells (see particularly the Abstract) . The reference further 
teaches that cells that escape IL-2 induced apoptosis may become memory cells (page 
861) . 

Refaeli et al . expands on the teachings of Lenardo. The reference confirms 
that activation- induced cell death (AICD) of T lymphocytes is IL-2 mediated. The 
reference teaches that IL-2 deficient, or IL-2 receptor deficient, mice are resistant 
to AICD and develop lymphoprol iterative disorders (page 615) . The reference teaches 
that recently activated T cells activated in the presence of IL-2 show increased 
sensitivity to AICD due to increased expression of Fas ligand (FasL) and the 
inhibition of the AICD inhibitor FLIP (page 619) . The reference concludes that IL-2 
is involved in T cell homeostasis, i.e., the cytokine has both growth-promoting and 
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apoptotic properties. Critically though, the growth properties can be replaced by- 
other cytokines but the apoptotic properties cannot (page 620) . 

It would have been prima facie obvious to one of ordinary skill in the art at 
the time the invention was made to produce a vaccine adjuvant comprising IL-15 and an 
anti-IL-2 antibody, given the combined teachings of Zhang et al . , Lenardo, and Refaeli 
et al. One of ordinary skill in the art at the time of the invention would have been 
motivated to combine IL-15, to stimulate memory T cell production, as taught by Zhang 
et al . , and anti-IL-2 antibody, to remove IL-2 and reduce T cell AICD, as taught by 
Lenardo, and Refaeli et al , , allowing for the maximal production of memory T cells, 
thus, producing a vaccine adjuvant for the induction of a superior memory immune 
response . 

Applicant's arguments, filed 11/17/05, have been fully 
considered but they are not persuasive. Applicant again argues 
that Zhang et al . teaches away from the inhibition of IL-2. 

It remains the Examiner's position that the reference 
teaches that at most, IL-2 has a minimal effect on the 
production of memory T cells; in most cases IL-2's effect is 
insignificant, accordingly, it is the Examiner's position that 
the reference is essentially neutral on the inhibition of IL-2 
in memory T cell production. 

Applicant argues, "the only motivation to combine the 
references as the Examiner has done should be found in Lenardo 
and/or in Refaeli et al." 

Applicant is advised that motivation to combine references 
may also be found "in the knowledge generally available to one 
of ordinary skill in the art" MPEP 2143.01. 

Applicant argues that Lenardo merely speculates that T 
cells that escape AICD become memory T cells. Accordingly, 
Applicant argues that the reference is not enabling. Applicant 
further argues that memory T cells might be refractory to the 
effects of IL-2, thus, there would be no reason to inhibit IL-2. 
Finally, Applicant argues, "Lenardo does not speculate that T 
cells that otherwise undergo apoptosis in the presence of IL-2 
may go on to become memory T cells if IL-2 is inhibited; this is 
rather the Examiner's apparent extrapolation of the statement in 
Lenardo" . 

The reference teaches that T cells that escape cell death 
may become memory cells. It is unclear where Applicant finds 
the refractory idea in the reference. It is clear, however, 
that cells that do not escape cell death cannot become memory 
cells. Accordingly, it remains the Examiner's position that the 
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ordinarily skilled artisan would be motivated to provide an 
agent for the decrease of IL-2 activity to the vaccine of the 
instant claims. 

Applicant argues that Refaeli et al . does not evaluate nor 
discuss memory T cells. Applicant argues that the reference 
provides no evidence that protection of mature T cells from AICD 
will enhance memory T cells. 

As set forth above, the reference confirms that activation- 
induced cell death (AICD) of T lymphocytes is IL-2 mediated. 
Zhang et al. teaches that memory T cells are "chronically" 
activated. Accordingly, it remains the Examiner's position that 
the ordinarily skilled artisan would be motivated to protect 
memory T cells from AICD by providing an agent for the decrease 
of IL-2 activity to the vaccine of the instant claims. 

Applicant cites a newly submitted 1.132 declaration of 
Yosef Refaeli. In the declaration Dr. Refaeli states "Although 
I agree that Lenardo' s publication and my own publication 
(Refaeli et al . ) teach that IL-2 enhances AICD of mature, 
activated T lymphocytes, it is my opinion that one of skill in 
the art can not say, based on the teachings of either Lenardo or 
Refaeli et al . , that T cells that are affected by AICD are 
related to memory T cells. Therefore, one also cannot assume, 
based on these publications, that if mature T lymphocytes are 
protected from AICD, they will become memory T cells... 
Accordingly, it does not appear to me to be obvious that 
inhibition of IL-2 will stimulate memory T cells." 

As set forth above, Zhang et al . teaches that memory T 
cells are "chronically" activated. The Examiner has never put 
forth the argument that all mature T lymphocytes become memory T 
cells, it is clear, however, that if the cells are dead, i.e., 
killed by AICD, they cannot become memory cells. Regarding the 
obviousness of the instant invention, the Declarant's opinion is 
noted, however, it carries little weight and is not persuasive. 

Applicant again argues the relevance of antigen to the 
claimed vaccine. Applicant argues that the T cells investigated 
by Lenardo are not memory cells. 

Applicant is advised that the exclusion of antigen from the 
vaccine of the instant invention comprises an unclaimed 
limitation. Should Applicant amend the claims to recite a 
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vaccine excluding antigen the instant arguments would become 
more relevant. Applicant's argument that the T cells 
investigated by Lenardo are not memory cells is noted. The 
reference goes on to teach that the cells of the reference might 
become memory cells, thus, it remains the Examiner's position 
that the ordinarily skilled artisan would be motivated to 
protect the cells from AICD. 

Applicant argues surprising and unexpected results. 

Applicant is advised that an assertion of unexpected 
results comprise a secondary issue. In making such an assertion 
Applicant is admitting that the invention is obvious, however, 
patentability lies in the unexpected result. Given Applicant's 
arguments, this does not appear to be Applicant's position. 
Additionally, Applicant is advised that the unexpected results 
must be disclosed in the specification and not first asserted in 
post -filing arguments. 

6. No claim is allowed. 

7. THIS ACTION IS MADE FINAL. Applicant is reminded of the 
extension of time policy as set forth in 37 CFR 1.136(a) . 

A shortened statutory period for reply to this final action 
is set to expire THREE MONTHS from the mailing date of this 
action. In the event a first reply is filed within TWO MONTHS 
of the mailing date of this final action and the advisory action 
is not mailed until after the end of the THREE-MONTH shortened 
statutory period, then the shortened statutory period will 
expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated 
from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than 
SIX MONTHS from the mailing date of this final action. 

8. Any inquiry concerning this communication or earlier 
communications from the examiner should be directed to Dr. 
Gerald Ewoldt whose telephone number is (571) 272-0843. The 
examiner can normally be reached Monday through Thursday from 
7:30 am to 5:30 pm. A message may be 'left on the examiner's 
voice mail service. If attempts to reach the examiner by 
telephone are unsuccessful, the examiner's supervisor, Christina 
Chan can be reached on (571) 272-0841. 
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9. Please Note: Information regarding the status of an 
application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR 
or Public PAIR. Status information for unpublished applications 
is available through Private PAIR only. For more information 
about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact 
the Electronic Business Center (EBC) at 866-217-9197 (toll- 
free) . 




G.R. Ewoldt, Ph.D. 
Primary Examiner 
Technology Center 1600 



